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acetonitrile, 13 min = 80 % acetonitrile, 15 min = 80% acetonitrile. 17 min = 10% 
acetonitrile. 

Example 48 



(3R£)*Benzylc«5fca^^ 
phenyI}-propionic acid 




1.2 g of Wang polystyrene resin (Rapp-PoVyroere, Tubingen, loading 1.08 mmoVg) 
are swollen in dimethylformamide (DMF). The solvent is filtered off with suction 
and a solution of 841 mg pR,S)0-(9-Fiuo r enyImethoxycarbonylamino)-3-(3- 
nitrophenyO-propionsaure in 15 ml dimethylformamide (DMF) is added. After 
shaking at room temperaturefor 15 min the suspension is treated with 350 |il of 
pyridine and 540 mg 2,6-dicblorobenzolylchloride. It is shaken over night at room 
temperature. The resin is : then washed with dimcmylformamide (DMF), methanol, 
dichloromethane. 

The resin is rreated with 15 ml of a 20% strength pipreridine solution dimethyl- 
formamide (DMF)- ft is then washed 3 times with dimethylformamide (DMF) and a 
further 15 ml of a 20% strength piperidine solution in dimeihylfoimamide (DMF). 
After snaking for 20 min., it is washed with dimethylformamide (DMF) and 
letrahydrofuran (THF). The resin is treated with a solution of 450 ul diisopropyl- 
ediylamine in 500 ul tetrahydrofuran (THF) and a solution of 330 mg benzyl- 
chloroformiate (acylating / sulfonylating reagent) in 500 ul tetrahydrofuran (THF). It 
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is shaken over night at room temperature. The resin is then washed with 
dimethylformamide (DMF), methanol, tetrahydrofuran (THF). 

The resin is treated with a solution of 5400 mg tm(II) chloride dihydraie in 12 ml N- 
methylpyrrolidone (NMP) and shaken over night at room temperature. The resin is 
then washed with dimethylformamide (DMF), methanol, tetrahydrofuran (THF), 
dichloroznethane. 

The resin is treated with a solution of 450 ul diisopropylethylamine in 500 ul 
tetrahydrofuran (THF) and a solution of 430 mg 3-nitrobcnzenesulfonykhloride in 
500 ul letrahydrofuran (THF). It is shaken over night at room temperature. The resin 
is then washed with dimethylformamide (DMF), methanol, tetrahydrofuran (THF)- 

The resin is treated with a solution of 5400 mg tin(ID chloride dihydrate in 12 ml N- 
methylpyrrolidone (NMP) and shaken over night at room temperature. The resin is 
then washed with dimethylformamide (DMF), methanol, tetiahydrofuran (THF), 
dichloromeihane. 

The resin is treated with a solution of 500 ul diisopropylethylamine in 12 ml 
tetrahydrofuran/dichloromethane 1:1 and a solution of 2757 mg 4-nitrophenyl- 
chloroformiaie in 12 ml tetrahydrofuran/dichloromethane 1:1. After 45 min. shaking 
at room temperature the resin is washed with tetrahydrofuran (THF) and 
dimethylformamide (DMF) and a solution of 943 mg propylamine (amine reagent) 
and 2780 ul diisopropylemylamine in 20 ml N-methylpyrroUdonc (NMP) is added. 
After shaking for 10 h the resin is washed with dimethylformamide (DMF), 
methanol, tetrahydrofuran (THF), dichloromeihane. 

For removal of the product, ihe rcsin is shaken with tetrahydrofuran/dichloromethanc 
1:1 for lh, filtered off, and the filtrate is concentrated in vacuo and purified on silica 
geL 148 mg of the title compound is obtaincd- 
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Mass spectrometry (EST): 555. 
Intention time (HPLC): R, = 8,1. 

! H-NMR (400 MHz, methanol) 5 = 7,90 (s, 1H), 7,43 (d, 1H), 7,33 - 7,25 (m, 7H), 
'M8 (s, 1H), 7,15 (d, 1H), 7,04 (d, 1H), 6,97 (d, 1H), 5,04 (dd, 1H, H-3), 5,03 (s, 
;iH), 3,12 (t, 2H), 2,72 (dd, 1H, H-2a), 2,65 (dd, 1H, H-2b), 1,52 (tq, 2H), 0,93 (t, 

:iH). 

' lie following compounds can be prepared in analogy to example 48. 



10 Example 49 



< 3R,S)-3-iscvBmyloxycart»onylainino.3- {3-[3-(3-propyl-ureido)-phenyIsuIfonyI- 
:imino]-phenyi} -propionic acid 




Mass spectrometry (ESI): 521. 
: detention time (HPLC): Ri - 8,4. 

Example 50 



3R,S)-3^4-Chior-benzenesulfonamino)-3-{3-[3-(3-propyl^iireido 
amino]-phenyl} ^propionic acid 
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Mass spectrometry (ESI): 596. 
Retention time (HPLC): R* - 8,6. 

F.xamnlc 51 

(3R,S)-3K3,4-Dichlor-benzenecarbonylamino)0-{3-[3-(3-propyl-ureido)-ph^ 
sulfonylaminoj-phenyl } -propionic acid 




O O 



Mass spectrometry (EST): 594. 
Retention time (HPLC): R t = 9,3. 

Example 52 



(3R.S>3-Bwzytoxy^^ 
amino]-phenyl}-propionic acid 
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[ass spectrometry (ESI): 590. 



10 



Retention time (HPLC): = 7,1. 
] Example 53 

1 3R,S)-3-BenzyIoxycarbony*aminc^ 
! ;ulfonylammo]-phenyl}-propionic acid 



Mass spectrometry (ESI): 604. 
: detention time (HPLC): Ri = 6,7- 

Sxample 54 

[3R,S)-3-Bcn2y loxycart>onylajTiino-3- {3-[3-(3-pyridin-4-ylmethyl-ureido)-phenyl- 
3ulfbnyIamino]-phenyl }-propionic acid 
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Mass spectrometry (ESI): 604, 
Retention time (HPLC): Ri = 6,7. 

Example 55 



(3R£V3^3,4-Dichlor-benzme 
ureido)^henylsulfony1amino]-phenyl}-propionic acid 



CI 




CI 



Mass spectrometry (ESI): 643. 
Retention time (HPLC): R t = 7,2. 



06/13/03 FRI 15:40 [TX/RX NO 9540] @)014 



wo 



00/41469 

- 104 ■ 



g.Tgm plc 56 



10 



15 



20 



02:45pm From-Norris J^ugh^i Marcus +212 BOB T-291 P. 015/023 F-1E0 

PCT/EP0O/00120 



(3!^)-3-<3>iso-Butyloxycarbonyl^^^ 
phenylsulfonylaiiiino]-pheQyl}-propionic acid 

IT 



Mass spectrometry (ESI): 570. 
Retention time (HPLC): Ri = 7,2. 

F.Tamnlc 57 



(3R ? S^3<4-Chlor-benzenesuIfonylanriiio)-3-{3-[3-(3-pyridin-4-ylmetbyl^ 
pnenylsulfonylamino]-phenyl} -propionic acid 



CI 




9 HN *o 




Mass spectrometry (ESD- 644. 
Retention time (HPLC): R* = 6,6. 
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(3R,SH-BenzyIoxyca*^^^ 
phenylsulfonylamino}-phenyl)-propionic acid 
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Mass spectrometry (ESI): 629. 
Retention time (HPLC): R* = 10,8. 
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